Message

From: Schlosser, Paul [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=121CF759D94E4FO8AFDEOCEB646E711B-SCHLOSSER, PAUL]

Sent: 11/1/2019 8:10:07 PM

To: Jerry Campbell [ICampbell@ramboll.com]; Harvey Clewell [HClewell@ramboll.com]

CC: Walsh, Patrick [patrick-walsh@denka-pe.com]; Thayer, Kris [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3ce4ae3f107749c6815f243260df98c3-Thayer, Kri]; Cascio, Wayne
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=albd931ca2f84ea8ac2f4c44538f3589-Cascio, Wayne]; Jones, Samantha
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20c¢4667b8c534¢90c15a830-Jones, Samanthal; Lavoie, Emma
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=86ac7844f12646c095e4e9093a941623-Lavoie, Emmal; Bahadori, Tina
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7da7967dcafb4c5bbc39c666fee3lec3-Bahadori, Tinal; Kirby, Kevin
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=cbh65672f6f34545be460a66ff6fa969-Kirby, Kevin]; Vandenberg, John
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=dcae2b98a04540fb8d099f9d4dead690-Vandenberg, John]; Morozov, Viktor
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=03cc9abb639c453fabc2bbh3ed617228-Morozov, Viktor]; Davis, Allen
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=a8ecee8c29¢54092b969e9547ea72596-Davis, Allen]; White, Paul
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=4e179825823c44ebbb07a9704ele5d16-White, Paul]; Hawkins, Belinda
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=075561d171e845828ec67a945663a8e6-Hawkins, Belinda]

Subject: RE: Chloroprene PBPK: Peer review charge questions

T mostly off this afternoon.

1 think that the exact BW used won't make much of o difforence. But if we are using an average/siandard BW for human IVIVE,
world it be more appropriate o do Bkewise for rodents? Mavbe not. but then the BWs for the 1-CEO clearance cales should be
changed to match these,

~£anil

From: Jerry Campbell <iCampbeli@ramboll.com>

Sent: Friday, November 01, 2019 12:50 PM

To: Schlosser, Paul <Schlosser.Paul@epa.gov>; Harvey Clewell <HClewell@ramboll.com>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thayer.kris@epa.gov>; Cascio, Wayne
<Cascio.Wayne@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>; Lavoie, Emma <Lavoie.Emma@epa.gov>;
Bahadori, Tina <Bahadori.Tina@epa.gov>; Kirby, Kevin <KIRBY.KEVIN@EPA.GOV>; Vandenberg, John
<Vandenberg.John@epa.gov>; Morozov, Viktor <Morozov.Viktor@epa.gov>; Davis, Allen <Davis.Allen@epa.gov>;
White, Paul <White.Paul@epa.gov>; Hawkins, Belinda <Hawkins.Belinda@epa.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Hi Paul,
Harvey’s at a meeting today and won’t be back in the office until Monday. We'll go over the calculations for QPC/QCC
and get back to you then. I'll see if | can trace the source for the IVIVE BW values for mouse and rat. I’'m pretty sure we

took those from Yuching’s original IVIVE work assuming they were provided by Himmelstein.

Regards,
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Jerry Campbell

Managing Consultant

D 919-765-8022

Ramboll

3214 Charles B. Root Wynd
Suite 130

Raleigh, NC 27612

USA

From: Schlosser, Paul <&chiosser. Paul@ena.zov>

Sent: Friday, November 1, 2019 11:08 AM

To: Jerry Campbell <}{Campbell@rambeoll com>; Harvey Clewell <HClewell@ramboll.cons

Cc: Walsh, Patrick <patrick-walsh@danka-pe.com>; Thayer, Kris <thaver. kris@epa gov>; Cascio, Wayne

<Cascio. Wavnedepa.gov>; Jones, Samantha <lones, Samantha®@epa.goy>; Lavoie, Emma <Lavois Emimadiena.sov>;
Bahadori, Tina <Babwadori Tina@epa.gov>; Kirby, Kevin <KIRBY.KEVINGEPA GOYV>; Vandenberg, John

<Yandenberg lohn@epa.gov>; Morozov, Viktor <Morozov. Vikior@epa.gov>; Davis, Allen <Davis Allenflsna.gov>;
White, Paul <White.Paul@epa.pov>; Hawkins, Belinda <Hawkins Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

feery, Harvey, all,
Fiest QA questions. &
s the moded report seotion on plethy smog vapity, the sverage ventilation measured 18 562 mU/min 0 22 gomice. The OPC s then

calouistod using an assumed ratio of 2/3  for alveslarftotl venttiation, right? 1 can mateh 394 L ziven that value, And from
that T conflrm QUC = 27 2 Livhw (.75, using the ratio of 143

First guestion: Bol o Foouse InVive R, we have:

marms{GPC L 376 Fmeasumd o the study

marms{OCUT L 259 #VAD Ratlo %f‘n’m} e al 2006

Where does (3PC = 37.6 come from? (The QCT cormesponds to VA = 145, given that)

The repott notes that QCC = 27.7 is close to the value obiained from the Marine DOM study, 242, Bot 27.7 15 5 lot larger than the
value used for infornal metric calculations, 20,10 Is # reasonabke fo expect that animals in 2 nose-only system will lve cardiae outpt
{and respiration 35% higher than those intox stady exposures?

Second, Table 5-1 hsis BWs for mice and rais as .03 and 0.25 kg, citing Brown of al., same woight for males and fenales, Butthe
IVIVE calculations (Supp Dy use .035 and 0.04 kg for fomale and male mice, and (.35 and .45 kg for female and nale mats,

respectively, The discrepancy va, defaul value range from 17% to 5096 Are these study-specific BWe, and f so, which specific
study? think thoy should be the BWs for the antmals Prom which the tssues were collectad for the in vitre studies, but this shonld be
stated o the spreadeheet comments. However, Tooked but dida’t soe BWe in Hinunelstiedn ot al

The motrie soripls use the defwlt BW valueg in Table 51, 8o BWAQL75 seabing 15 then bong used fo scale motabolism o the
standard BW usod to calosdate the internal metvies, 00 22 ¢ of the animals ased i the 1o vive dosimetry stady. (Those wer fomale
mice? This isn't sadd in the report)

Note: if we have study-spectfic BW valoes for the tox studios being analyzed, those should be used mther than a‘ic:i’:gu? BWs Idon't
think this necds © be done 0 the report, since what's being shown are example calculations, we aren’t at the pownt of full dsk

extrapolation. But i EPA does use the model, study specific antmal BWs would be mose appropniate.

~Pand
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From: Jerry Campbell <!Campbeli@ramboll.com>

Sent: Wednesday, October 30, 2019 11:24 AM

To: Schlosser, Paul <Schigsser.Paul@epa.gov>; Harvey Clewell <HOlewell@ramboli.com>

Cc: Walsh, Patrick <gatrick-walsh@denka-pe.com>; Thayer, Kris <thaver.kris@®eps.gov>; Cascio, Wayne

<Cascio. Wavne@epa.gov>; Jones, Samantha <Jones. Samantha@epna.gov>; Lavoie, Emma <Lavois Emma@enagov>;
Bahadori, Tina <Bahadori Tina@epa.gov>; Kirby, Kevin <KIRBY KEVIN@EPA GOYV>; Vandenberg, John

<Mandenbere lohn@epa.gov>; Morozov, Viktor <Morgrov Vikior@epa.sov>; Davis, Allen <Davis Alleni@ena.gov>;
White, Paul <White. Paul®epa.sov>; Hawkins, Belinda <Hawkins. Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Paul,

You were correct. The sensitivity runs had been completed in the acsIX version and the files had not been included. I've
created the scripts that run each of the three sensitivity simulations and a spreadsheet that includes the SA coefficients
calculations and bar charts for the report. The zip file name is chloroprene_model_SA.zip and you can download it from
the dropbox folder where we shared the model files. The scripts should run in the version of the model you have. Let me
know if you have any questions or if something was off when you tried to run the files.

Regards,

Jerry Campbeli

Managing Consultant

D 919-765-8022

Ramboll

3214 Charles B. Root Wynd
Suite 130

Raleigh, NC 27612

USA

From: Schlosser, Paul <&chiosser. Paul@ena.zov>

Sent: Friday, October 11, 2019 4:58 PM

To: Jerry Campbell <}{Campbell@rambeoll com>; Harvey Clewell <HClewell@ramboll.cons

Cc: Walsh, Patrick <patrick-walsh@danka-pe.com>; Thayer, Kris <thaver. kris@epa gov>; Cascio, Wayne
<Cascio.Wavnei@epa.gov>; Jones, Samantha <jones.Samantha@epa.gov>; Lavoie, Emma <Lavois Emmailepago>;
Bahadori, Tina <8ahadorl. Tina@epa.gov>; Kirby, Kevin <BIRBY.REVIN@EPA.GOYV>; Vandenberg, John

<Vandenbere John@epa.zov>; Morozov, Viktor <Morozov Viktor@epa.gov>; Davis, Allen <Davis, Allen@epa.gov>;
White, Paul <White.Paul@epa.gov>; Hawkins, Belinda <HMawkins. Relinda@®ena.govs

Subject: RE: Chloroprene PBPK: Peer review charge questions

Jerry, Harvey,
P not seeing soripts fo run the sensitivity analyses, results in Figures 6 and 7, and plot in Figure 8 Mooe of these iz very hard, but
things add up. Do vou have those?

<

Also, in Table | and the small table onp. 21, the lowest monse oxposue should be 128 pom, not 12,3, vight?

~Fat
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From: Jerry Campbell <!Campbeli@ramboll.com>

Sent: Wednesday, October 09, 2019 11:54 AM

To: Schlosser, Paul <Schigsser.Paul@epa.gov>; Harvey Clewell <HOlewell@ramboli.com>

Cc: Walsh, Patrick <gatrick-walsh@denka-pe.com>; Thayer, Kris <thaver.kris@®eps.gov>; Cascio, Wayne

<Cascio. Wavne@epa.gov>; Jones, Samantha <Jones. Samantha@epna.gov>; Lavoie, Emma <Lavois Emma@enagov>;
Bahadori, Tina <Bahadori Tinaf@epa.gov>; Kirby, Kevin <KIRBY KEVIN@EPA GOYV>; Vandenberg, John

<Mandenbere lohn@epa.gov>; Morozov, Viktor <Morgrov Vikior@epa.gov>; Davis, Allen <Davis Alleni@ena.gov>;
White, Paul <White. Paul®epa.sov>; Hawkins, Belinda <Hawkins. Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Paul,

You are absolutely correct. The figure you derived from the model is the correct figure for the female mouse in vivo
study. | had hoped to determine the source of the incorrect figure but | do not have a version of the model going back to
Yuching’s original model that generates the figure included in the report so | am at a loss to explain the origin. It is my
fault it wasn’t updated in the final report. | have corrected the report figure but it sounds like we should hold off on
sending you the revision in case any other questions need to be addressed as you complete your QA.

Regards,

Jerry Campbell

Managing Consultant

D 919-765-8022

Ramboll

6 Davis Drive

Suite 139

PO Box 13441
Research Triangle Park
NC 27709

USA

Y

From: Schlosser, Paul <Schiosser. Pavl@epa.zov>

Sent: Monday, October 7, 2019 1:34 PM

To: Harvey Clewell <HClawell @ ramboll.com>; Jerry Campbell <jCamphbeli@ramboll.com>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thaver kris@epa.gov>; Cascio, Wayne

<Cascio. Wayne@epa.gov>; Jones, Samantha <lones.Samantha@epna.gov>; Lavoie, Emma <Lavois Emma@enagov>;
Bahadori, Tina <Bahadori Tina@epa.gov>; Kirby, Kevin <KIRBY KEVIN@EPA GOYV>; Vandenberg, John

<andenbere lohn@®@epa.gov>; Morozov, Viktor <Mororov Vikior@epa.gov>; Davis, Allen <Davis. Alleni@ena.gov>;
White, Paul <White.Pauli®epa.gcov>; Hawkins, Belinda <Hawkins. Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Harvey, Jexry, all,

ssume the draft charge goestions have been send 1o vou by now, | realized there’s 2 mistake inthe 7% question in the seotion Hitked,
stimaiion of Metabolic Parmmetors from In Viero Maotabolissm Expeoriments” T had thought that the data (and mode! paranoiorg)
ssnd were from male wace (data in origingd Honmelsicin papers, 2004), bt T now realize these are fomale wouse datal Tve alse mun
i an issue with reproducing those model results,

&
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A bt more of an inbroduction i the guestion may be helpful, pointing out that these are formale data and prodictions, but [ thought also
that the review could be belped by showing predictions for both made and Romale mouse paramelers, o demonsiraie the snpact of the
sex difference.

Setting up o create such a plot, { have hit upon a8 QA ssuer the resulis | oot ssing the sonpt Fronse InVive R do not maich those
shown in Figure 4 of the report, First below s Figure 4 (eft panel), 27 is the plot { first got from jusy neming Friwese InVive R (files
duted TAG2019), and thind inclodes dashed lines with predictions using male mouse metsbolic parameters. The simudations PV
sotting with the package are a lot higher than those shown in the report, which ook more like Exool plots in format

we oan resalve any such discrepancies before the matorial 15 sen to the wviewers.

~Pand

Figure 4 Goft pancl) from seporh
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Frawuse fnVive R owith simulations using tale mouse paraneters {dashed bnes) added:

Mouse Study 3 Week - Day 1
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From: Vandenberg, John <¥andenberg lohni@epa.gov>

Sent: Wednesday, October 02, 2019 4:46 PM

To: Walsh, Patrick <patrick-walsh@denkg-ne.com>

Cc: Thayer, Kris <thayer kris@@ena,gov>; Cascio, Wayne <{asgio. Wayne&iepa.gov>; Jones, Samantha

<Jones Ssmantha®@ena.gov>; Lavoie, Emma <Lavoie Emma@epna.gov>; Schlosser, Paul <Sehiosser. Paul@epa.pov>;
Bahadori, Tina <Babwadori. Tina@epa.gov>; Kirby, Kevin <KIRBY KEVINGEPAGDV>

Subject: Chloroprene PBPK: Peer review charge questions

Importance: High

Patrick,

We've been diligently evaluating the Ramboll report and conducting analyses related to physiologically-based
pharmacokinetic parameters and modeling of chloroprene {references below).

We are moving forward to arrange through a contractor an independent letter peer review by appropriate experts.
In addition to the Ramboll report, we are providing an EPA analysis that we wish to have peer reviewed.

Per our discussion early this summer, we are providing for your information the attached draft Charge questions that
will be addressed by the peer reviewers, plus an EPA analysis that we have developed.

Please let us know within a week (by next Wednesday) if you have any major comments on the Charge questions. We
are not seeking any comments on the EPA analysis.

Thank you,

John
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John Vandenberg, PhD

Director, Health and Environmental Effects Assessment Division
Center for Public Health and Environmental Assessment/ORD
U.S. Environmental Protection Agency/B243-01

Research Triangle Park, NC 27711

(919) 541-4527

References:

Ramboll (2019} Incorporation of in vitro metabolizm datain a physiolagically based
pharmacokinetic (PEPE) model for chloropreae.

V.S EPA 2019 In Viro to In Vive Extrapolation {(IVIVE Y of Metabolizm and Non -Enzvmatic
Conmgation of (1-chloroethenvlioxirane (1-CEQ) and Estimation of Total 1-CEQ
Clearancs tn the Liver and Lung of Mice, Rats, and Humans
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